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Thawing for Infusion

Policy

Cryopreserved cell therapy products must be thawed before administration to patients. 

HPC products must be thawed one at a time, preferably in close proximity to the patient, and infused as soon as possible after thawing. Infusion must have commenced within 20 minutes of thawing. 
MSC products must be infused within five hours of thawing. 

scope

This procedure applies to all cryopreserved cell therapy products thawed for patient application, either in (Insert manufacturer’s name) or distributed by (Insert manufacturer’s name) and thawed at (Insert location where products will be thawed eg. Hospital name) 
Detailed instructions for the preparation of cryopreserved MSC products for infusion at interstate sites are documented in MSC Preparation for Infusion DOC79. 

responsibilities

· (Insert manufacturer’s name) is responsible for transporting cryopreserved product to other sites in accordance with Transport DOC46using a hospital vehicle or taxi.

· (Insert manufacturer’s name)  personnel are responsible for supplying and ensuring final completion of a Request for Supply FORM 75, or Request for Supply for Clinical Trials FORM112, prior to thawing for infusion, in accordance with Distribution DOC44.

· Trained (Insert manufacturer’s name) personnel are responsible for thawing cryopreserved products at (Insert location where products will be thawed eg. Hospital name).

· (Insert location where products will be thawed eg. Hospital name, if required) clinical staff are responsible for confirming the infusion date and time with (Insert manufacturer’s name) the day before the infusion.
· Trained clinical staff are responsible for product infusion.

thaw location

· HPC products for infusion at (Insert location where products will be thawed eg. Hospital name) are thawed on the ward or in the (Insert manufacturer’s name Support Laboratory (e.g. for HPC(CB) products requiring dilution and/or testing).

· HPC products for infusion at (Insert location where products will be thawed eg. Hospital name) are thawed in the (Insert location where products will be thawed).

· HPC products for infusion at (Insert location where products will be thawed eg. Hospital name) are thawed on the ward at (Insert location where products will be thawed eg. Hospital name).

· MSC products for infusion in the metropolitan area are thawed in the (Insert manufacturer’s name) Support Laboratory.

Reagents & Materials

· Sterile saline (6 L)
· BD PosiFlush SP Syringes (10 mL pre-filled saline syringes): for infusions at RPH (4/bag)
· Infusion trolley items:

	Sterile towels
	70% Alcohol

	Sterile gloves
	Tissues

	Sterile drawstring bags
	Medi-swabs

	Cryoprotective gloves
	16G needles

	Large forceps
	SmartSite add on bag access device

	Sterile scissors 
	


· Emergency Recovery Pack:

	50mL Syringe
	SmartSite add on bag access device


	5mL Syringe
	Sterile artery clamps

	Sterile drawstring bag
	Sterile alcohol wipes

	Sterile syringe caps
	Sterile towel



	600ml Transfer bag
	300ml Transfer bag

	Defries bag
	


equipment

· Water bath

· Thermometer

Procedure

Contact ward prior to departure to confirm that patient has been administered the pre-infusion medication and confirm location of the infusion.
Preparing the water bath

1. If possible, prepare approx 15-30min before use.

2. Check water bath has been cleaned according to the procedure on the next page.

3. Fill with 6L of sterile saline. Saline may be pre-warmed to reduce preparation time.

4. Heat to 36-40oC.

5. Place drawstring bag into water bath, ensuring that no water enters the bag.

Preparing the sterile field

1. Lay out sterile cloth.

2. Place required number of sterile ports onto sterile cloth.

3. Place sterile alcohol swabs, sterile alcohol, wipes and sterile gloves near the sterile field.

Thawing HPC product 

For additional steps in the preparation of thawed cord blood for infusion, see section following.
1. If thawing after distribution (Insert location where products will be thawed eg. Hospital name), record receipt time and temperature of the dry shipper on the Distribution Form and sign.
2. Check water bath temperature and record.

3. Remove lid of dry shipper and, without completely removing the product bag, check the bag integrity, product label and intended recipient’s identification against the infusion documents.  
4. Note time thaw commenced.
5. Place primary product bag into the sterile drawstring bag in the water bath and gently massage contents. 

6. Check for leaks and immediately follow the Emergency Recovery procedure (following) if the product bag is breached.

7. Continue to thaw until last ice crystals are just present. Do not allow the product to reach water bath temperature.

8. Remove product bag from drawstring bag.

9. Note time thaw finished and record the thaw start and finish times on the HPC Thaw Form, or HPC(CB) Thaw & Dilution Form for cord blood products.
10. Lay bag on sterile towel. Clean bag, including port area, with 70% alcohol and dry. 

· For Gambro bags, snap the outlet and wipe with a Medi-swab and allow to dry. Make an incision with a sterile 16G needle and carefully insert a SmartSite add on bag access device.

· For all other bags (e.g. Cryocyte, Cryostore), insert SmartSite add on bag access device into the port.

11. Provide 4 PosiFlush SP Syringes (10 mL) per bag; to be used to rinse the bag to maximise the number of cells infused and to flush the line after the product has been infused. 
12. If transporting the thawed product to a ward, place it in an outer bag, in a rigid esky with (Insert manufacturer’s name) label and contact phone number attached. 

13. Two trained personnel to check recipient and product identifiers prior to infusion and record check on the infusion record (e.g. Cell Therapy Infusion Form). 
14. Clinical staff to immediately perform the infusion. Infusion must have commenced within 20 minutes of thawing. 
15. Clinical staff to complete the infusion records.

16. Clean the water bath.
Cleaning the water bath

1. Empty saline.
2. Rinse with water. 

3. Spray with Viraclean and leave for 10min.
4. Rinse with 70% alcohol and allow to dry.
Diluting HPC(CB) product

Facility Director is to consult with the treating physician as to requirements for dilution or washing of the cord blood after thawing and immediately prior to infusion.

Cord blood products must be diluted (approx. 50:50) with 50% Albumex/0.9% Saline prior to infusion.

To dilute the HPC(CB) product:

1. Prepare a 100mL solution of Albumex 4 and 0.9% saline (50:50) under sterile conditions.

2. Record diluent preparation on the HPC(CB) Thaw & Dilution Form.

3. Chill the dilution solution (approx 4oC). 

4. Determine the final volume of the diluted cord blood. 
5. Prepare final product label with the final volume.

6. Draw the volume of the dilution solution (approximately equal to the volume of cord blood) into a syringe and set aside.

7. If the final volume is less than the maximum capacity of the cord blood bag, the diluent can be added directly to the bag. If the final volume is greater than the capacity of the cord blood bag or if the bag has 2 compartments then the cord blood is to be transferred into a sterile transfer bag for dilution.

Direct dilution in cord blood bag

i. Perform thaw as for other HPC products.

ii. Attach a SmartSite add on bag access device.

iii. Attach final product label to cord blood bag.

Transfer of cord blood into a transfer bag for dilution

i. Attach final product label and a SmartSite bag access device to the transfer bag.

ii. Perform thaw as for other HPC products.
iii. Attach a SmartSite add on bag access device to the cord blood bag.

iv. Transfer the thawed cord blood into the labelled transfer bag.

v. Add the dilution solution to the cord blood bag 
vi. Rinse the cord blood bag with the dilution solution and transfer to the labelled transfer bag, to maximise the number of cells recovered. 

8. Send 8-10mL of the remaining diluent for microbial contamination testing.

9. Complete the HPC(CB) Thaw & Dilution Form.
10. Transport the HPC(CB) product, chilled, in a Blood in Motion container or rigid esky to the ward.
11. Two trained personnel to check recipient and product identifiers prior to infusion and record check on the infusion record (e.g. Cell Therapy Infusion Form).

12. Provide 4 PosiFlush SP Syringes (10mL) per bag to be infused; to be used to rinse the bag to maximise the number of cells infused and to flush the line after the product has been infused. 
13. Clinical staff to immediately perform the infusion and complete the infusion records.

Thawing MSC product

1. MSC products may be thawed in the (Insert manufacturer’s name) Support Laboratory prior to distribution to centres within the metropolitan area. 
2. More than one bag, for the same recipient, may be thawed at the same time.
3. Perform thaw as for HPC products.
4. Record thaw information on the MSC Thaw Form. 

5. Remove product bag from the outer drawstring bag.

6. Lay product bag on sterile towel and clean with 70% alcohol. Wipe dry with tissue. 

7. Insert bag access device into port of product bag.

8. Using a syringe, add equal volume of Plasma-Lyte (room temperature).

9. Attach an original label from thawed bag to the MSC Thaw Form. 
10. Complete the required fields on the final label and attach it to the product bag. Expiry time is 5 hours post thaw. 
11. Distribute product in accordance with Distribution DOC44.

12. Transport to infusion centre in accordance with Transport DOC46.

13. Ensure receipt at the transplant centre is recorded on the Distribution Form.
14. Two trained personnel to check recipient and product identifiers prior to infusion and record check on the infusion record (e.g. Cell Therapy Infusion Form).

15. Clinical staff to perform infusion, within 5 hours of thawing, in accordance with MSC Infusion DOC68 and to complete the infusion records.

Emergency Recovery

Actions taken in the event of an emergency recovery must be recorded on the HPC Thaw Form, or HPC(CB) Thaw & Dilution Form for cord products.

· In the event of a leak (crack) in the HPC product primary bag:

1. Place the outer bag in a second drawstring bag.

2. Position the primary bag to minimise the leak, clamp if possible, and continue to thaw. 

3. Salvage the product using a 50mL syringe and sterile cannula.

4. Salvaged product may be infused via the three-way tap on the patient’s infusion line or placed in a fresh bag, labelled with the recipient’s identifiers and infused. 
5. Notify the Transplant Physician.

6. Take samples of the compromised product for microbial contamination testing.

· In the event of accidental piercing of the HPC product primary bag:

1. Position bag so that contents are away from the leak.
2. Transfer contents to a sterile transfer bag or sterile syringe.

3. Cap the syringe or seal transfer bag with a scissor clamps.

· In the event of a leak of the HPC product primary bag from a line seal:

1. Position bag so that contents are away from the leak.
2. Clamp line with scissor clamps.
3. Transfer contents to a sterile transfer bag or sterile syringe.
4. Cap the syringe or seal transfer bag with a scissor clamps.
forms

HPC Thaw Form FORM98

HPC(CB) Thaw & Dilution Form FORM99

MSC Thaw Form FORM103

PMH Biological Safety Cabinet FORM127
Distribution Form FORM48

Cell Therapy Infusion Form FORM116
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(Insert relevant validation/verification documentation)
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